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the editorialists reply:  

 

We received letters both
supporting and condemning our editorial concern-
ing the FDA’s delay in approving the proposal to
switch Plan B from prescription status to over-the-
counter availability. The letter from Dr. Stanford and
colleagues raises several important issues; each of
these was considered by the FDA’s joint advisory
committees, which voted 23 to 4 for approval on
December 16, 2003.

Dr. Stanford and colleagues object, stating that
label comprehension among adolescents “espe-
cially those younger than 15 years of age” has “not
been studied.” Label-comprehension data collect-
ed from 656 girls and women 12 to 50 years of age,
including 76 subjects 12 to 16 years of age (11.6
percent), were presented at the meeting. Of all U.S.
girls and women 12 to 50 years of age, 12.6 percent
are 12 to 16 years of age. The adolescents under-
stood 60 to 97 percent of the label’s communication
objectives. These results were very similar to the re-
sults for the group as a whole and are well within the
standards previously accepted for the approval of
other over-the-counter drugs.

The mechanisms of action of levonorgestrel are
not fully defined. It clearly can interfere with ovula-
tion, and it clearly will not interfere with an implant-
ed pregnancy. It may interfere with implantation of

a blastocyst. Those who consider “life” to begin at
fertilization may consider this medication an unac-
ceptable option for this reason. We support appro-
priate labeling to allow persons to make informed
decisions. Such labeling changes are part of the usu-
al negotiation process that occurs between a com-
pany and the FDA before approval.

Finally, the concern that over-the-counter avail-
ability of emergency contraception will lead to “pub-
lic health” problems, including increased rates of
sexually transmitted infections due to irresponsible
sexual behavior and decreased use of proper primary
contraceptive methods, is just not supported by
credible available data. The actual-use study data
presented to the committees demonstrated that
women with ready access to emergency contracep-
tion used condoms more frequently, had intercourse
without any contraception less frequently, and used
more efficacious methods of contraception more
frequently than other women.

We understand and respect the fact that some
have moral objections to contraception. However,
as we explain in our editorial, the statutory duty of
the FDA is to review the data evaluating the safety
and efficacy of drugs and, when safety and efficacy
are demonstrated, to approve such drugs for sale.
If groups with moral objections wish to prevent the
sale of a class of drugs, they should proceed through
the legislative process. They should not corrupt the
scientific-review process of the FDA to achieve their
ends. We believe that it will be very hard to put this
genie back in the bottle. We squander public trust
at our peril.

 

Jeffrey M. Drazen, M.D.
Michael F. Greene, M.D.
Alastair J.J. Wood, M.D.

 

The Changing Face and Implications of Childhood Obesity

 

to the editor: 

 

Bhargava et al. (Feb. 26 issue)

 

1

 

 report
that in their study in India, low birth size (expressed
as the ponderal index) was associated with early
adiposity rebound and impaired glucose tolerance.
We have described type 2 diabetes in Asian teenagers
in the United Kingdom,

 

2

 

 but it is unclear how that
finding relates to birth size. Studying a multiethnic
cohort of 5000 children from Birmingham, United
Kingdom,

 

3

 

 our group found that birth weight and
the ponderal index in 1571 South Asian infants were
significantly lower than those in 2204 white infants
(birth weight, 3.10 kg vs. 3.31 kg; P<0.001; ponder-

al index, 24.1 vs. 24.5; P=0.02). We then studied a
subgroup of healthy, nondiabetic 16-year-old girls
(30 white and 29 South Asian) (Table 1). The South
Asian teenagers had been lighter at birth than the
white teenagers (with a trend toward a lower pon-
deral index), but at 16 years of age the South Asian
girls had a higher log-transformed blood glucose
concentration while fasting and a trend toward a
higher body-mass index than the white girls.

Thus, the associations reported by Bhargava et
al. appear to be highly relevant to South Asians
born in a Western, nutritionally replete society and
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suggest that factors during early life in South Asians
may contribute to their increased risks of diabetes
and cardiovascular disease in adulthood.
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to the editor: 

 

Bhargava et al. aimed to identify the
“critical period” during which persons whose birth
weight was low begin to have an increased risk of
type 2 diabetes because of increased weight gain.

 

1

 

They conclude that this phase starts only at two
years of age. This conclusion seems incomplete
and actually cannot be drawn from the data pre-
sented. The authors ignore the fact that rapid neo-
natal weight gain has variously been shown to be of
critical importance,

 

2,3

 

 especially for increased adi-
pogenesis accompanied by hyperinsulinemia and
insulin resistance, as observed in the current study
in the subjects at increased risk. Since Bhargava et
al. have interpolated data only for neonatal life, they
cannot draw conclusions regarding the effects of
the extent and dynamics of neonatal weight gain.
Their conclusion contradicts recent data showing
that increased neonatal weight gain not only “pro-
grams” increased metabolic risk but even marked-
ly shortens the life span, whereas weight gain later
in life does not.

 

4

 

 Therefore, ruling out the neonatal
period as a critical window for the programming of
lasting metabolic risk seems unwise.
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to the editor: 

 

In his Perspective article accompa-
nying the report by Bhargava et al., Dietz notes that
“various ethnic groups have rarely been systemati-
cally compared in terms of longitudinal changes in
growth, nor have linkages been established between
changes in food intake or physical activity and
changes in growth.”

 

1

 

 I wish to discuss both aspects
in terms of childhood obesity in China. Childhood
obesity is indeed present in countries around the
world, including China.

 

2

 

 China used to be known
for its slender people. Modern China is now fight-
ing obesity, especially childhood obesity, the preva-
lence of which (28 percent)

 

2

 

 is now similar to that
in the rest of the world. Weight gain in Chinese
children results from excessive caloric intake from
fast food,

 

3

 

 insufficient exercise from increasing
availability of and increased reliance on mecha-
nized transportation instead of the traditional bicy-
cles,

 

4

 

 and the popularization of television. Indeed,
each hourly increment of television viewing is as-
sociated with a 1 to 2 percent increase in the preva-
lence of obesity in urban China.
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* Plus–minus values are means ±SEM. The ponderal index is 1000 times the 
weight in grams divided by the cube of the height (or crown–heel length) in 
centimeters, and the body-mass index is the weight in kilograms divided by 
the square of the height in meters.

† The fasting plasma glucose levels were log-transformed to normalize the dis-
tribution and were evaluated by analysis of variance, with the log-transformed 

 

percentage of tissue fat measured by dual-energy x-ray absorptiometry.

 

Table 1. Differences between Asian and White Teenage Girls in Birth Size, 
Body-Mass Index, and Fasting Plasma Glucose Levels.*

Variable

South Asian
Teenage Girls

(N=29)

White
Teenage Girls

(N=30) P Value

 

Birth weight (kg) 3.02±0.12 3.37±0.08 0.02

Ponderal index at birth 22.7±0.78 24.6±1.60 0.29

Body-mass index at 16 yr 23.63±0.86 21.79±0.51 0.07

Fasting plasma glucose at 16 yr
(mmol/liter)†

0.664±0.006 0.645±0.006 0.04
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the authors reply: 

 

The data presented by Barrett
et al. provide snapshots of children at birth and at
the age of 16 years and support our results. We agree
that our findings are highly relevant to migrants
from South Asia to England, who (like the Delhi
cohort) represent populations in transition.

The point raised by Plagemann and Harder about
neonatal weight gain is important because current
pediatric practice is to encourage weight gain in
small infants. There is evidence that this policy has
short-term benefits for infants’ survival.

 

1

 

 Plage-
mann and Harder cite three references to support
their contention that neonatal weight gain is asso-
ciated with an increased risk of subsequent insulin
resistance and diabetes. The article by Dörner and
Plagemann

 

2

 

 is a review of the effects of “overnutri-
tion” in fetal life due to maternal diabetes or in in-
fancy due to formula feeding. We believe that nei-
ther situation is relevant to our data. The article by
Stettler et al.

 

3

 

 focuses on a different outcome: the
authors show that increased weight gain during
the first four months of life increased the risk of be-
ing overweight at the age of seven years. Ozanne
and Hales’ study of mice

 

4

 

 showed that neonatal
catch-up growth after maternal protein restriction
throughout pregnancy is associated with reduced
longevity. The extrapolation of these findings to
human populations is questionable, especially be-
cause of the advanced physiological maturity of
mice at birth.

Our regression models were designed to predict
the 120-minute glucose concentration and the risk
of impaired glucose tolerance or diabetes. The use-
fulness of knowing the body-mass index at the age
of 2 years may be assessed by adding it as a new
term to models that already include age, sex, birth

weight, body-mass index at the age of 12 years, and
adult body-mass index. The P value with the extra
information gained by including body-mass index
at the age of two years is 0.002 in both models.
Body-mass index at the age of six months has sim-
ilar effects (P=0.02 and P=0.007 for the prediction
of the 120-minute glucose concentration and the
risk of impaired glucose tolerance or diabetes, re-
spectively). Low body-mass index at six months
and at two years is associated with high 120-minute
glucose concentrations and impaired glucose toler-
ance or diabetes. These findings are consistent with
those of similar longitudinal studies conducted in
Helsinki

 

5

 

 and Hertfordshire, United Kingdom.

 

6

 

In conclusion, our data suggest that when glu-
cose tolerance is used as an outcome, thinness in
infancy and a gain in body-mass index after the age
of two years are associated with an increased risk.
One suggested explanation is that the critical peri-
od for the development of muscle mass ends in ear-
ly postnatal life and weight gain after this time
leads to an increase in adiposity.
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B-Type Natriuretic Peptide in the Evaluation of Acute Dyspnea

 

to the editor: 

 

Mueller et al. (Feb. 12 issue)

 

1

 

 con-
clude that rapid measurement of B-type natriuretic
peptide in the emergency department improved the
evaluation and treatment of patients with acute dys-

pnea. The authors state that echocardiography was
“strongly recommended.” However, they provide
no data regarding left ventricular ejection fraction.
About half of all patients with heart failure have pre-
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